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Protective effect qf Na + -H + exchanger inhibitor cariporide 
oh the injury of vascular endothelial function induced by 
hypercholesterolemia 

TO Jiang-hua, LIU U-ying, ZHANG Xiao-hong, etal. 

( Department cf Pharmacology , Xiangya School cf Medicine , Central South University , Chungsha 410008, Qdno) 

Abstract: Objective To explore possible effects of cariporide, a new Na + -H* exchanger (NHE-!) in- 
hibitor, against injuries of vascular endothelial function induced by hypercholestroiemia. Methods Twenty- two 
healthy New Zealand rabbits were randomly divided into 3 groups: Six were fed with normal diet as the control; 
eight were fed with high cholesterol plus high fat diet (HCHF) as the injured control group; and the other eight 
were fed with HCHF plus cariporide orally (0.1 rag/kg* d" 1 ) as the treated group. Hie animals were weighed and 
their blood was drawn from the central ear artery to analyze plasma cholesterol at the pre- experiment and in the 
10th week of: postex^rirnent. The animals were killed in the 10th week and the aortic artery was isolated to ana- 
lyze vascular endothelial function . Results ©The HCHF diet significandy . attenuated endothelium-dependent 
relaxation (EDR) of rabbit aortic rings to acetylcholine (AGh), but cariporide significantly protected against 
HCHF diet- injured EDR of rabbit aortic rings . The dose-response curves elicited by ACh from HCHF diet rabbits 
were more significandy shifted to the right than those from HCHF diet plus HOE 642- treated rabbits. (2) The 
HCHF diet and cariporide did not significandy influence the endothelium- independent relaxation of the rabbit ar- 
tery elicited by sodium nitroprusside (SNP) . © There was no significant difference in the levels of total choles- 
• terol and IDLrC between the HCHF diet and, the HCHF diet plus cariporide rabbits. Conclusion The Na* -H 4 
exchanger (NHE-1 ) inhibitor can protect against injuries of vascular endothelial function induced by Tiypercholes- 
terolemia .= The activized Na* -H 4 exchangers of cellular membranes may be involved in injuries of vascular endo- 
thelial function induced by hyrjercholesteroiemia. 

Keywords: hypercxK)lesterolernia; Na*-H + exchanger*; inhibitor*; endothelium, vascular; 
disease models, animal; rabbits 

[Bull Hunan Med Univ, 2002,27(1) r0013-04] . 
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Fig . 1 Comparison of total cholesterol levels in animals of three groups 
At die pre-experimenl and in the 10th week of experiment. 
There was a significant difference between HCHF group, caripo- 
ride group and the control group( P <0 .01 ) 
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F5g.2 The curve of dose -response of aortic rings induced by ACh in 
different diet rabbits. . 
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Fig. 3 Effect of cariporide on relaxations of aortic rings induced by so- 
dium iritroprusside (SNP) 
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